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AMENDMENTS TO THE CLAIMS 

This listing of claims will replace all prior versions, and listings, of claims in the 
application: 

Listing of Claims: 

I (Original). A method of treatiig acne aod/or hirsutism comprising the step of 
delivering to a mammal in need thereof a composition comprising a compound of 
formula I, or a tautomer thereof, and a physiologically compatible carrier, wherein 
formula I is: 




I 

wherein: 

and are selected from the group consisting of H, alkyl, substihited alkyl, 
OH, 0(alkyl), 0(substttuted alkyl), ©(Acetyl), aryl, substituted aryl, heterocyclic ring, 
substituted heterocyclic ring, alkylatyl, substituted alkylaryl, alkylheteroaryl, substituted 
alkyllieteroaryl, 1-propynyl, substituted l-propynyl, 3-propynyl, and substituted 3- 
propynyl; 

or and R* are joined to form a ring selected fix)m the group consisting of 
.CH2(CH2)„CH2-, -CH3CH2C(CH3)iCH2CH2-. -0(CH2)mCH2-, -0(CH2)pO-, 
^CH2CH20CH2CH2-, -CH2CH2N(H)CH2CH2-, and -CH2CH2N(aJJcyl)CH2CH2.; 

m is an integer from I to 4; 

n is an integer from 1 to 5; 

p is an integer from 1 to 4; 

or R' and foim a double bond to C(CH3)2, C(cycloalkyl), O, or C(cycloether); 

3 
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is selected from the group consisting of H, OH, NH2, Cj to alkyl, 
substituted d to Ce alkyl, C3 to Ce alkenyl, substituted C3 to Cc alkenyl, alkynyl, 
substituted alkynyl, and COK^; 

is selected from the group consisting of H, Ci to alkyl, substituted d to Cj 
aikyU Ci to C3 alkoxy, substituted Ci to C3 alkoxy, Ci to C3 aminoalkyl, and substituted 
Ci to C3 aminoalkyl; 

R* is selected from the groitp consisting of H, halogen, CN, NHj, Ci to Ct alkyl, 
substituted Ci to Cd alkyl, Ci to C6 alkoxy, substituted C| to Ce, alkoxy, Ci to C6 
aminoalkyl, and substituted Ci to Co aminoalkyl; 

is selected from the group consisting of a), b) and c): 
a) a substituted benzene ring having the structure: 




X is selected from the group consisting of halogen, OH, CN, Ci to C3 
alkyl» substituted Ci to C3 alkyl, C| to C3 alkoxy, substituted Ci to C3 alkoxy, Ci to C3 
thioalkyl. substituted Ci to C3 thioalkyl, S(0)alkyl, S(0)2alkyl, Ci to C3 aminoalkyl, 
substituted Ci to C3 aminoalkyl, NO2. Ci to C3 perfluoroalkyl, substituted Ci to C3 
perfluoroalkyl, 5 or 6 membered heterocyclic ring having 1 to 3 heteroatoms, CONH2, 
CSNH2, CNHNHOH, CNH2NOH, CNHNOH, COR*, CSR*, OCOR^, and ISIR^COR^; 

R® is selected from the group consisting of H, Ci to C3 alkyl, 
substituted Ci to C3 alkyl, aryl, substituted aryl, C\ to C3 alkoxy, substituted Cj to C3 
alkoxy, Ci to C3 aminoalkyl, and substituted Ci to C3 aminoalkyl; 

R^ is H, Ci to C3 alkyl, or substituted Ci to C3 alkyl; 

Y and Z are independently selected from the group consisting of H, 
halogen, CN, NO2, Ci to C3 alkoxy, substituted Ci to C3 alkoxy. Ci to C4 alkyl, 
substituted Ci to C4 alkyl, Ci to C3 thioallcyl, and substituted Cj to C3 thioalkyl; 

b) a five or six membered heterocyclic ring comprising 1 , 2, or 3 heteroatoms 
selected from the group consisting of O, S, SO, SO2 and NR^ and having one or two 

4 
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independent substitueriis from tbe group consistijig of H> halogen, CN, NOi^ Ci to 
alkyl, substituted Ci to C4 alkyl, Ci to C3 alkoxy> substituted Ci to C3 alkoxy, Cj to C3 
aminoalkyl, substituted Ci to C3 aminoalkyl, COR", CSR^, andNR^COR^; 

R° is H, NH2, Cj to C3 alkyl, substituted Ci to C3 allcyl, aryl, substituted 
aryl, Ci to C3 alkoxy, substituted Cj to C3 alkoxy, Ci to C3 aminoalkyl, or substituted Ci 
to C3 aminoalkyl; 

R^^ is H, Cj to C3 alkyl, or substituted Ci to C3 alkyl; 

R^ is H, Ci to C3 alkyl, substituted Ci to C3 alkyl, or Ci to C4C02alkyl; or 
c) an indol-4-ylj indol-7-yl or benzo-2-thiopbene moiety, wherein said 
moiety is optionally substituted by from 1 to 3 substituents selected from the group 
consisting of halogen, alkyl, substituted alkyl, CN, NOii, a]koxy<» substituted alkoxy, and 
CF3; 

is S,NR^ or CRV; 

R^ is selected frotn the group consisting of CN, Ci to Ce alkyl, substituted Ci to 
Cs alkyl, C3 to Cg cycloalkyl, substituted C3 to Ca cycloalkyl, aryl, substituted aryl, 
heterocyclic ring, substituted heterocyclic xing, acyl, substituted acyl, aroyl, substituted 
aroyl, SO2CF3, OR^\andNR'^R''; 

and R^ are independent substituents selected from the group consisting of H, 
alkyl, substituted alkyl, acyl, substituted acyl, aroyl, substituted aroyl, C3 to Cg 
cycloalkyl, substituted C3 to cycloalkyl, aryl, substituted aryl, heterocyclic ring, 
substituted heterocyclic ring, NO2, CN, and COiR^"; 

R^^ is Ci to C3 alkyi or substituted Ci to C3 alkyl; 

or CR^R^ comprise a six membered ring having the structure: 

O CH3 

o 
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R^* and R'^ are independently selected from the group consisting of H, alkyi, 
substituted alkyl, aryl, substituted aryl, heterocyclic ring, substituted heterocyclic ring, 
acyl, substituted acyl, aroyl, substituted aroyl, sulfonyl, and substituted sulfonyl; 
or a phannaceutically acceptable salt, tautomer, metabolite, or prodrug thereof. 

2(Original), The method according to Claim 1, wherein: 
R' and R^ are joined to forai a -CH2(CH2)nCH2- ring; 
n is 3; 

and arc H; 

R'^ is the substituted benzene ring having the structure: 



X is selected from the group consisting of halogen, CN, CONH2, CSNH2, COR^, 
CSR^. C, to C3 alkoxy, Ci to C3 alkyl, NO2, C] to C3 perfluoroalkyl, 5 membered 
heterocyclic ring comprising I to 3 heteroatoms, and Ci to C3 thioaUcyl; 

R^ is Ci to C3 aminoalkyl or substituted d to C3 aminoalkyl, wherein said 
aminoalkyl is NH(alkyl) or N(alkyl)2; 

Y is selected from the group consisting of H, halogen, CN, NO2, Ci to C3 alkoxy, 
Ci to C4 alkyl, and Ci to C3 thioalkyl. 

3(0riginal). The method according to Claim 1 , wherein: 
R^ and R^ are joined to form the --CH2(CH2)nCH2- ring; 

n is 3; 

R^andR^areH; 
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is the five membered ring having the structure: 




X* is selected jfrojici the group consistiDg of halogen, CN^ NO2, CONH2, CSNH2, 
COR^, CSR^, Ci to C3 alkyi, and Ci to C3 alko;cy; 

R^ is Ci to C3 aminoalkyl or substituted Ci to C3 a^ninoaJkyl, wherein said 
amjnoalkyl is NH(alkyl) or N(alkyl)2; 

Y' is selected {com the group consisting of H, halogen, and Ci to C4 alky), 
whereit) said halogen is F, 

4(Orig;inaJ). The method according to Claim 1, wherein: 
R^ and R^ are joined to form a -CH2(CH2)dCH2- ring; 
n is 3; 

R^ and R"* are H; 

is the six membered ring having the structiire: 



X' isNorCX^ 

X^ is halogen, CN, CONH2, CSNH2, COR^, CSR^, or NO2; 
R^ is Ci to C3 aininoalkyl or substituted Ci to C3 aminoalkyl, wherein said 
aminoalkyl is NH(aJkyl) or N(alkyl)2. 

5(Original). The method according to claim 1, wherein: 

R' and R^ are alkyl or substituted alkyl; 

RMsH. 
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6(Qriginal). The method according to claim 1 , wherein: 
r' and are joined to form a ring selected firom the group consisting of 
-CH2(CH2)nCH2', -CH2CH2C(CH3)2CH2CH2-, -0(CH2),y,CH2-, «0(CH2)pO-, 
-CH2CH20CHbCH2-, -CH2CH2N(H)CH2CH2-, and -CH2CH2N(alkyJ)CH2CH2S 

7(Original). The method according to claim 1. wherein: 
R^ is H; 

isSorNR''. 

8(0riginal). The method according to claim 1, wherein the compound is 
delivered orally. 

9(Currently Amended). The method according to cloims claim L wherein 
said compound of formula I is selected from the group consisting of 5'-(3- 
ChlorophenyI)spiTo[cyclohexane"13*-t3H]indol]-2'(l'H>thione, 3-(1 \2'-D]hydro-2*- 
thioxospiro[cyclohexane-l ,3-[3H]indol]-5 -yl)benzonitrile, 4-1 ';2'-Dihydro-2'- 
thioxospiro[cyclohexaTie- 1 3'-[3H]indol]-5*-yl)-2-thiophenecarbomtrile, 3-( 1 ,2.Dihydro- 
2-thioxospiro[cyclohexane-l,3-[3H]indol]-5-yl)-5-fluoroben2onitrile, 4-Methyl-5-(l,2- 
dihydro-2-thioxcspiro[cyclohexai:ie-l,3-[3H]-indol]-5-yl)-2-thiophenethio 5-(l,2- 
I>ihydro-2-thioxospiro[cyclopentane-lj3-[3H]indol]-5'-yl)-lH-pyrrole-2 5- 
(l,2-Dihydro-2-thioxospiro[cyc)ohexane-l,3-[3H]indol]-5-yl)-l-(tert-butoxycarbonyl)- 
pyrrole'-2-carbonitrile, 5-(l,2-Dihydro-2"thioxospiro[cyclohexane-l,3-[3H]indol]-5-y])-l- 
H-pyrrole-2-carbonitrile, 5-(2 '-thioxo5piro[cyclohexane- 1 ,3 '-[3H]indol]-5 ' -yl)- 1-mcthyl- 
pyrroIe-2-carbonitale, 5-(l,2-Dihydro-2-thioxospiTo[cyclopentane-13-[3H]indol]-5-yl)- 
Slhiophcnecarbonitrile, 5-(1^2-Dihyc3ro-tfiioxospiro[cyclopentane-l,3-[3H]indo1]-5-yI)- 
2thiophenecart)omtrile, 5-(3-Fluofo-4-roethoxyphcnyI)spiro[cycIohexane-l,3-[3H]Tndol]- 
2(lH)-thione, 5-(2-Aniino-5-pyrijmidinyl)spiro[cyoIohcxane-l,3-[3H]indol]-2(lH)- 
thione, 3-Cl,2-Dihydro-2-thioxospiro[cyclopentane-l,3-[3H]indol]-5-yl)-5- 
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fluorobenzonitrile, 5-(3K:hlorophenyl)-3,3-dimethyl-l 3-dihydro>2H-indolc--2-thione, 3- 
Benzyl-5-(3-cMoropbenyl)0-niethyl-1.3-dihydro-2H-mdole-2-tW 4-(3.3-dimethyl-2- 
tbioxo-2,3-djhydro-lH-indol-5-yI)-2-furciiitrile, 5-(3-methoxyphenyl)-3,3-dimethyl-l,3- 
dihydro-2H-mdoIc-2-thione, 3-(l ,2-Dihydro-2'-tliioxospiro[cyclohexane-l ,3-[3H]mdol]- 
5-yl)-4-fluorobenzonitrile, 5-(l,2-Dihydro-2-thioxospiro[cyc]ohexaiie-l,3-[3H]mdc>l]-5- 
yO-S-pyridinecarboniMle, 5-(3,4-DijQuoTopheny])spiro[cyclohexane-13-[3H]indol]- 
2(1 H)-tbiorie, 5-(5-Chloro-2-tbienyl)spiro[cyc]ohexane-l,3-[3H]indol]-2(l.H)-tbiorie, 5- 
(l,2-Dihydro-2-thioxospiro[cyclohexaiie-13-t3H]indol]-5-yl)-3-fiimncarbonte 5-(3- 
Chloro-4-fluorophenyl)spiro[cycIohexane-l,3-[3H]indol]-2(lH)--t]iione, 5-(3-Chloro-5- 
fluorophenyl)spiro[cyclohexane-l ,3-[3H]indol]-2(lH)-thione, 5-(3,5- 
Difluorophenyl)spiro[cyclohexane-l,3-[3H]indol]-2(l H)-tbione, 5-(l ,2-DiJbiydro-2- 
thioxospiro[cyclohcxanc-l,3-[3H]mdol]-5-yl)-4-propyl-2-thiopbenecarbom^ 
Fluoro-4-nitrophenyl)spiro[cyclohexane-l,3-[3H]mdol]-2(lH)-thio * 
thioxospiro[cyc]ohexane-l ,3-[3H]mdon-5-yI)-2-furancaTbomt^^ 5"-(3- 
CWoropbenyl)spiro[cyclobutane"l,3"-[3H]mdol]-rXl'*H)-t^^ 5''-(2- 
Ch.lorophenyl)spiro[cyclohexane-l,3'*-[3H]mdol]-2*Xl*lI)-t^^ 5"-(4- 
ailorophenyI)spitx3[cyc).ohexane-l,3''-[3H]mdol]-2*'(l'^^^ 
5-(l"^"-Dihydro-2"-thioxospiro[cycIohexane^l,3^^[3H]indoll-^ 

tiijophenecatbonitrile, 5-(l'\2''-Dihydro-2"-thioxospiiX)[cyclohexrae-l,3"-[3H]indo]]-5''- 
yl)-2-thiophenecaibomtriIe, 5"-(3-Fluoropheayl)spiro[cyclobexane"l,3**-[3H]indo]]- 
2"(1 "H)-'thione, 5<3-Hydroxyphenyl)5piro[cyclohexane-1.3-[3Hlindol]-2(lH)-thione^ 5- 
(3-chl0K)pbeiiyl>3,3-djethyl-l ,3-d2hydro-2H-iiidole-2-thjone, 5'"(4-FluorD-3- 
(trifluoit)methyl)phenyl)spiro[cyclohexanB-l,3-[3H]indoI]-2(lH)-^ 

4- (l ,2-I)ihydro-2-thioxospiro[cyclohexanc-l 3-[3H]mdol]-5-yl>2-fluo 

5- (l ,2-Dihydro-2-tliioxospiro[cyclohexane-l ,3-[3H]mdol]-5-yl)-4-n"butyl-2- 
tbiophenecarbonitrile, 5-(3-Fluoro-5-methoxyphenyl)spiTO[cyclohexane-l,3-[3H]indo1]- 
2(lH)-thione, 5-(3-Chlorophenyl)-N-hydn)xyspiro[cyclohexane-l,3'-[3H]mdo1]-2-am^ 
N-(Acetyloxy)-5'-(3-chI<>ropbenyl)spiro[cyclohexane-13'-[3H]in^ 5X3- 
Fluorophenyl)^in>[cyclohexane-l^'-[3H]indoI]-2'(l'H)-one oxime, 5'-(2- 

9 
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FluQropbenyI)5piro[cyclohexaiie-l,3'-[3H]indol]-2*(rH)-one oxime, 5'-(4- 
Fluoropheayl)spiro[cyclohexane-1 ,3'-[3H]indol]-2'(rH)-one oximc, 
5^(3 ,4''difluorophexiy])$piro [cycl oh exane- 1 ,3 ' - [3H]indol] -2 ' ( T H)-one oxime, 
5'-(3-methoxyphenyl)spiro[cyclohexane-l,3'-[3H]indol]-2'(l'H)-one oximc, 
5*-(3-mtrophenyl)spiTo[cyclohexane-l,3*-[3H]indol]-2'(l *H)-one oxime, 
5'-(3-cyanophenyl)spTro[cyclohexane-l,3'-[3H]iTidol]-2'(rH)-orie oxime, 

3- ( 1 -Dihydxo-2 * -Oiydioxyiimno)spiro[cyc]ohexan 

fluorobenzoiutriJe^ 5-(Sp]ro[cyclohexane-13*-[3H]indol]-2-(hydroxyimino)-5'-yl)»4» 
methy 1-2 -thi ophenec arboDitrile , 5 -(Spiro [cyclohexane- 1 , 3 ' - [3H] indol] -2 ' - 
(hydiX)Xyimino)-5'-yl)-2-thioplienecarbomtrile, 4-(Spiro[cyclohexane-l,3'*-[3H]indol]-2'- 
(hydroxyjinino)-5^-yl)-2-thiophcnecarbonitrilc, 5-(Spiro[cyclohexane-l,3'-'[3H]iiidoJ]-2*- 
(hydroxyimino)-5 -yl)- 1 H-pyiTole-1 -methyl-2-carbonitrile, 
5-(spiro[cyclohcxane-l,3'-[3H]indol]-2'-(hydroxyimino)-5'-yI)-lH-pyr^ 

4- (Spiro[cyclohexanc-l,3'-[3H3indol3-2Xa^etoxyimino>5'-yI)-2-tbioph^ 
3-Huon>-N- -hydroxy-5-(2 '-{hydroxyamino)spiro[cycIohexan e- ] ,3 ' -[3 JJJmdol] -5 ' - 
yl)ben2enecarboximidatnide, lsr-Hydrcxy-5-{5piro[cyclohcxane-l,3'-[3H]indol]-2'- 
(hydroxyiinino)-5-yl)-4-melhyl-2-thiophenBcaii?oxi™ N'-Hydroxy-4- 
(5piro[cyclohexane-l ,3 ' -[3 H]mdol]-2 '-hydroxyiniino)-5 '-yl-2- 
tbiophenccarboxiimdamide.N'-Hydroxy-5-(spiT0[cyclohexan^ 
(hydroxyimino)-5*-yl)-2-thiophenecarboxidaaiftide, 5*-(3" 

Chlorophenyl)spiro[cyclohcxane'l ,3'-[3H]mdol]-2'-ylideneoyan 5 '-(3-Cyaiio-5- 

fluorophenyl)spiro[cyc1oh6xane-l,3 '-[3H]mdol]-2'-ylidenecyanaimde, 5' -(5-Cyauo-1 H- 
pyrTol-2-yl)spiro[cyclohexane-l,3*-[3H]indoI]-2-ylidenecyaiiaTnide, 5'-(5-Cyano- 
thiophen-2-yI)spiro[cyclohexane-l,3*-[3H]indol]-2'-yUdOTecyanamjde, 5*-(5-^^ 
mcthyl-thiophen-2-yl)spiro[cyclohexaae-l,3'-[3H]indolJ-2'-yUdCTec^ 5'-(5- 
CyaTO-thiophCT-3-yl)spko[cyclohexane-l,3*"[3H]indoI]-2'-yliden^^ 3-(2'- 
CyaiiOTnethyJene-spiro[cycloh^«me-I,3'-[3H]mdol]-5'-yl)-5-fl^^ 5-(2'- 
Cyanomethylene-spjTX)[cyclohexane- 1 ,3 '-[SHJindoQ-S '-yl>- 1 H-pyTTOle-2-carbonitrile, 5- 
(2'-Cyanomethylene-spiro[cyclohexane-l,3'-[3H]mdol]-5'-yl)-l-methy^^ 
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carbonitrile, 5-(2'-Cyanomethylene-spiro[cyclohexaiie-l,3'-[3H]iTidol]-5'-yl)-th^ 
2 -carbonitrile, 5-(2'-CyanotnethyIeiie-spiro[cyclohexanc-l,3'-[3H]indol]-5'-yI)-4- 
TTiethyl-thiophene-2-carbonitrile, and 4-(2'-Cyanomethylene-spiro[cyclohexane-l ,3'- 
[3H]indol]-5'-yl)-thiophene-2-carbonitTile, or a phannaceutically acceptable salt, 
tautomer, metabolite, or prodrug tberecf 

1 0(Carrently Amended). The method according to claima claim t. whereiji 
said compound is 5'-(5-Cyano-l-methyl-lH-pyrrol-2-y])spiTo[cyclohexane-l,3'- 
[3H]itidol]-'2'-ylidenecyanamide, or a pharmaceutically acceptable salt, tautomer, 
metabolite, or prodrug thereof. 

1 l(Origi"nal), A method of treating acne and/or hirsutism comprising the step of 
delivering to a mammal in need thereof a composition comprisixig a compound of 
formula 11, or a tautomer thereof, and a physiologically compatible carrier, wherein 
formula n is: 




wherein: 



R^^ is selected from the group consisting of H, acyl, substituted acyl, aroyi, 



substituted aroyl, sulfonyl, and substituted sulfonyl; 
is (i), (ii), or (iii): 
(i) a substituted benzene ring having the structure: 



X 
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whereixx: 

X is selected firoTXi tbe group consisting of halogen, CN, CONH2, 
CSNH2, CONHalkyl, CSNHalkyJ, CON(alkyl)2, CSN(alkyl)2. CNHNHOH. CNH2NOH, 
C| to C3 alkoxy* Ci to C3 alkyl, NO2, Ci to C3 pei-fluoroalkyl, 5 merobered heterocyclic 
ring comprising 1 to 3 hetcroatoms, and Ci to C3 thioalkyl; 

Y is selected from the group consisting of H, halogen, CN, NO2, Ci to C3 
alkoxy, Ci to C4 alkyl, and C] to thioalkyl; 

(ii) a five njembered ring having the structure: 

wherein: 

U is O, S,orNR'''; 

R^' is H, Ci to C3 alkyl, or Cj to C4 COsalkyl; 

X' is selected from the group consisting of halogen, CN, NO2, CONH2, 
CNHNHOH, CNH2NOH, CSNH2, CONHalkyl, CSNHalkyl, CON(alkyl)2. CSN(alkyl)2, 
Ci to C3 alkyl, and Ci to C3 alkoxy; 

Y' IS selected from the group consisting of H, F, and C\ to C4 alkyl; or 

(iii) a six membered ring having the structure: 




wherein: 

X^ isNorCX^ 

X^ is halogen, CN, CONH2. CSNH2, CONH.alkyl, CSNHaJkyl, 
CON(alkyl)2, CSN(alkyl)2 or NO2; 

or a pharmaceutically acceptable salt, tautomer* metabolite, or prodrug thereof 
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12(Original). The method according to claim 1 1, wherein is said five 
membered ring and U is O or S. 

1 3(C>rigLnal). A method of treating acne and/or hirsutism comprising the step of 
delivering to a mammal in need thereof a composition comprising a compound of 
formula III, or a tautomer thereof, and a physiologically compatible carrier, wherein 
formula III is: 




m 

wherein: 

R^is(i), (ii),ot(iAi): 

(i) a substituted benzene ring having the structure: 



X 




wherein: 

X is selected fi-om the group consisting of halogen, CN, CONH2. 
CSNH2, CONHalkyl, CSNHalkyl, CON(alkyl)2, CSN(alkyl)2. CNHNOH, Ci to C3 
alkoxy, Ci to C3 alkyl, NOi^ C) to C3 perfluoroalkyl, 5 membered heterocyclic ring 
comprising 1 to 3 heteroatom$, and Ci to Cj thioalky); 

Y is selected from the group consisting of H, halogen, CN, NOj, C\ to 
C3 alkoxy, Ci to C4 alkyl, and Ci to C3 thioalkyl; 

(ii) a five membered ring having the structure: 



33 
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wherein: 



UisO,S,orNR^ 

is H, Ci to C3 alkyl, or Ci to C4 COzalkyl; 
X* is selected from the group consisting of halogen, CN, NO2, CONH2, 



CSNH2> CONHalkyl CSNHalkyl. C0N(alkyl)2, CSN(alkyI)2. C, to C3 alkyl, and d to C3 



Y' is selected from, the group consisting of H, F and Ct to C4 alkyl; or 
(iii) a six mcmbered ring having the structure: 



X' isNorCX^; 

X^ is halogen, CN, CONH2. CSNHa, CONHalky], CSNHalkyl, 
CON(alkyl)2, CSN(alkyl)2 orNOz; 

or a phaimaceutically acceptable salt, tautomcr, metabolite, or prodrug thereof. 

14(Original). The method according to claim 13, wherein is the j5ve 
membered ring (ii) and U is O or S, 

15(Qriginal). A method of treating acne and/or hirsutism comprising the step of 
delivering to a mammal in need tiiereof a composition comprising a compound of 
fbmiula rVt or a tautomer thereof, and a physiologically compatible carrier, wherein 
formula IV is: 
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wherein: 



is selected from the group consisting of H, C02R^°, acyl, substituted acyl, 
aroyl, substituted aroyl, alkyl, substituted alkyl, and CN; 
R'^ isCi to C3 alkyl; 
R^ i$(i), (ii), or (iii): 



whereit): 

X is selected from the group consisting of halogen, CN, CONH2, 
CSNH2, CONHalkyl, CSNHalkyl, CON(alkyl)2, CSN(alkyl)2, CNHNOH, Ci to Ci 
alkoxy, Ci to C3 alkyl, NO2, Ci to C3 perfluoroalkyl, 5 membered heterocyclic ring 
comprising 1 to 3 hetcroatoms, and Cj to C3 thioaJkyl; 



a substituted benzene ting having the structure: 




Y is selected from the group consisting of H, halogen, CN, NO2, Ci to 
Ci alkoxy, C, to C4 alkyU and Ci to C3 thioalkyl; 

(ii) a five membered ring having the structure: 




wherein: 



Uis O, S, orNR^ 

R^ is H, Ci to C3 alkyl, or Ci to C4 COaalkyl; 



15 



PAGE 1N30' RCVD AT 11/7/2005 3:12:03 PM [Eastern Standan^ 



11/87/2085 



16:13 2155405818 



HOWSON AND HQWSON 



PAGE 17/30 



AHPWA22AUSA 

X' is selected jfrom the group consisting of halogen, CN, NO2, CONH2, 
CSNHs, CONHalkyl, CSNHalkyl, CON(alkyl)2, CSN(alkyl)2. Ci to Ca aUcyl, and Ci to Q 
alkoxy; 

Y' is selected from flie group consisting of H, F and Ci to C4 alkyl; 
(iii) a six membered ring having the structure: 




whereiri: 

isNorCX^; 

X^ is haJogen, CN, CONH2, CSNH2, CONHaJkyl, CSNHalkyl, 
C0N(alkyI)2, CSN(alkyI)2 or NO2; 

or a phaimaccutically acceptable salt, tautomer, metabolite, or prodrug thereof. 

16(Original). The triethod according to claim 15, wherein. is the five- 
membered ring (ii) and U is O or S, 



1 7(Original). A roethod of treating acne and hirsutism comprising the step of 
delivering to a mammal in need thereof a composition comprising a compound of 
formula V, or a tautomer thereof, and a physiologically compatible earner, wherein 
formula V is: 




V 

R^is(i), (ii), or (iii): 

(i) a substituted benzene ring having the structure: 
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wherein: 

X is selected from the group consisting of halogen, CN, CONHj, 
CSNHi, CONHalkyl, CSNHalkyl, CON(alkyr)2> CSN(alkyl)2, CNHNOH, Ci to Q 
alkoxy, C^ to C3 alkyl, NO2, Ci to C3 perfluoroalkyl, 5 membered heterocyclic ring 
coinprising 1 to 3 heteroatoms, and Ci to C3 tfajoalkyl; 

y is selected from the group consisting of H, halogen, CN, NO2, C\ to 
C3 alkoxy, Ci to C4 alkyl, and Ci to C3 thioalkyl; 

(ii) a jSve membered ring having the structure: 

wherein: 

UisO, S.orNR"^; 

is H, Ci to C3 alkyl, or Ci to C4 COaaDcyl; 
X'.is selected from the group consisting of halogen, CN, NO2, CONH.2, 
CSNH2, CONHalkyl, CSNHalkyl, CON(aIkyI)2, CSN(a]kyI)2, Ci to C3 alkyl, and Ci to C3 
alkoxy; 

Y* is selected from the groi^ consisting of H, F, and to C4 alkyl; 

(iii) a six membered ring having the structure: 




wherein: 

isNorCX^ 
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is halogen, CN, CONH2. CSNH2, CONHalkyl, CSNHalkyl, 
CON(alkyl)2, CSN(aLlkyl)2 or NO2; 

or a phai-maceutically acceptable salt, tautomer. metabolite, or prodrug thereof. 

18 (Original). The method according to claiixi 17, wherein is the five 
membered ring (ii) and U is O or S. 

1 9(Withdrawn). A composition for conditioning the skin of a maoimal in 
need thereof comprising: 

(1) a skin conditioning component; and 

(ii) a compound of formula I, or a tautomer thereof: 




I 

wherein: 

R' and are selected ftom the group consisting of H, alkyl, substituted aJkyl, 
OH, O(alkyl), 0(substituted alkyl), 0(Acetyl), aryl, substituted aryL heterocyclic ring, 
substituted heterocyclic ring, alkylaryl, substituted alkylaryl, alkylheteroaryl, substituted 
alkylheteroaryl, l-propynyl, substihited 1-propynyI, 3-propynyl, and substituted 3- 
propynyl; 

or and R^ are joined to form a ring selected from the group consisting of 
-CH2(CH2)^CH2-, -CH2CH2C(CH3)aCH2CH2-, -0(CH2)mCH2-, -0(CH2)p0^, 
^IHiCHaOCHjCHj-, -CH2CH2N(H)CH2CH2-, and -CH2CH2N(alkyl)CH2CH2S 

m is an In teger from 1 to 4; 

n is an integer fit>m 1 to 5; 

p is an integer from 1 to 4; 

or R^ and R^ form a double bond to C(CH3)2. C(cycloalkyl), O, or C(cycloether); 

18 
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is selected from the group consistbg of H, OH, NH2, Ci to Cc alkyl, 
substituted Ci to Co alkyl, C3 to Cs alkenyl, substituted C3 to Ce alkcnyl, aUcynyl, 
substituted alkynyl, and COR^; 

is selected firora the group consisting of H, Ci to C3 alkyl, substituted Ci to C3 
alkyl, Ci to C3 alkoxy, substituted Ci to C3 alkoxy, Ci to C3 aminoalkyl, and substituted 
Ci to C3 aminoalkyl; 

R^ is selected from the group consisting of H, halogen, CN, NHa, Ci to alkyl, 
substituted Ci to Q, alkyl, Ci to Cg alkoxy, substituted Ci to C6 alkoxy, Ci to 
aminoalkyl, and substituted Ci to Ce aminoalkyl; 

is selected from the group consisting of a), b) and c): 
a) a substituted benzene ring having the structure: 




X is selected from tbe group consisting of halogen, OH, CN, Ci to C3 
alkyl, substituted Ci to C3 alkyl, Ci to C3 alkoxy, substituted Ci to Cj alkoxy, C| to C3 
thioalkyl, substituted Ci to C3 thioaJkyI, S(0)alkyl, S(0)2alkyl, Ci to C3 aminoalkyl, 
substituted Ci to C3 aminoalkyl, NO2, Ci to C3 perfluoroalkyl, substituted Ct to C3 
perfluoroalkyl, 5 or 6 membercd heterocyclic ring comprising 1 to 3 hetatoatoms, 
CONH2, CSNH2, CNHNHOH. CNH2NOH, CNHNOH, COR^ CSR^, OCOR®, and 
NR^COR^; 

is selected from the group consisting of Ci to C3 alkyl, 
substituted Ci to C3 alkyl, aryl, substituted aryl, Ci to C3 alkoxy, substituted Ci to C3 
alkoxy, Ci to C3 aminoalkyl, and substituted Ci to C3 aminoalkyl; 

R^ is H, C, to C3 alkyl, or substituted d to C3 alkyl; 

Y and Z are independently selected from the group consisting of H, 
halogen, CN, N02, Ci to C3 alkoxy, substituted C| to C3 alkoxy, Ci to C4 alkyl, 
substituted C| to C4 alkyl, Ci to C3 thioalkyl, and substituted Ci to C3 thioalkyl; 



Id 



PAGE 20130' RCVD AT 11i7/2005 3:12:03 PM [Eastern Standa^ 



11/^7/2005 16:13 2155405818 



HOWSON AND HOWSON 



PAGE 21/30 



AHPWA22AUSA 



b) a five or six membered heterocyclic ring comprising 1 , 2, or 3 hctcroatoms 
selected from the group consisting of O, S, SO, SO2 and NR^' and having one or two 
independent substituents from the group consisting of H, halogen, CN, NOz^. d to O 
alkyl, substituted C\ to C4 alkyl, Ci to C3 alkoxy, substituted Ci to C3 alkoxy, C| to C3 
aminoalkyl, substituted Ci to C3 aminoalkyl, COR^, CSR^, and NR^COR'^; 



aryl, Ci to C3 alkoxy, substituted Ci to C3 alkoxy, Ci to C3 aminoalkyl, or substituted Ci 
to C3 aminoallcyl; 



moiety is optionally substituted by from 1 to 3 substituents selected from the group 
consisting of halogen, alkyl. substituted alkyl, CN> NO2. alkoxy, substituted alkoxy, and 
CF3; 

is S, NR\ orCR^R^ 

R'' is selected from the group consisting of CN, Ci to alkyl, substi tuted Ci to 
Ce alkyl, C3 to Cg cycloalkyl, substituted C3 to Cs cycloalkyl, aryl, substituted aryl, 
heterocyclic ring, substituted heterocyclic ring, acyl, substituted acyl, aroyl, substituted 
aroyl SO2CF3, OR' \ and NR' 'R^^ 

and R® are independent substituents selected from the group consisting of H, 
Ci to C6 alkji, substituted Ci to Q alkyl, C3 to Ca cycloalkyl, substituted C3 to Cg 
cycloalkyl, aryl, substituted aryl, heterocyclic ring, substituted heterocyclic ring, NO2, 
CN» and C02R"*^; 

R^^ is Ci to C3 alkyl or substituted d to C3 alkyl; 

or CR^^ comprise a six membered ring having the structure: 



R° is H, NH2, Ci to C3 alkyl, substituted Ci to C3 alkyl, aryl, substituted 



c) 



R^ is H, Ct to C3 alkyl, or substituted Ci to C3 alkyl; 

R*^ is H, Ci to C3 alkyl, substituted Ci to C3 alkyl, or Ci to C4CC)2a]kyl; or 

an indol-4-yI, indol-7-yI or benzo-2-thiophene moiety, wherein said 




O 
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and R'^ are independently selected fix>m the group consisting of H, alkyl, 
substituted alkyj, aiyl, substituted aiyl, heterocyclic ring, substituted heterocyclic ring, 
acyl, substituted acyl, aroyl, substituted aroyl, sulfonyl, and substituted sulfonyl; 
or a phannaccutically accqjtable salt, taotomer, metabolite, or prodrug thereof. 

20(Cuirently Amended). The composition mcthodLa ccording to claim 4^ 22, 
wherein: 

and are alkyl or substituted alkyl; 
R^s H. 

21 (Currently Amended). The composition method according to claim +9 22. 
wherein: 

R' and R^ are joined to form a ring selected from the group consisting of 
-CH2(CH2)nCH2-, -CH2CH2C(CH3)2CH3CH2-, -0(t:H2)n,CH2-> -0(CH2)pO-, 
-CH2CH2OCH2CH2-, -CH2CH2N(HX:H2CH2-, and -CH2CH2N{alkyl)CH2CH2S 

R^ is H. 

22(Current]y Amended), The CQjuposition method according to claim +^ 22, 
wherein: 

R' is H; 

isSorNR^ 

23(Currently Amended). A method of conditioning the skin comprising the 
step of delivering to a mammal in need thereof a c6mposition acoordinfi to claim 
comprising: 

fi) a skin conditionine componfait: and 

l^D a compound of formula L or a tautomer thereof: 



^» BEST AVAILABLE COPv 
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I 



wherein: 

and are selected from tfac group consisting of H, alkvL substituted alkvL 
OR Ofalkvl), Of substituted alkvD, Of AcetvlV arvU substituted arvL heterocyclic ring, 
substituted heterocyclic rin^. alkvlarvL substituted alkvlarvL alkvlheteroarvl. substituted 
alkvPieteroarvL I-oropynvL substituted l-t3ropvnvI> 3^propvnvL and substituted 3- 
propvnvl: 

or R' and are ioined to foTia a rin^ selected from the group consisting of 

-C^:.(qH7)pCH7>, -CH3CHaC(CH^)?CH7CH?-, ^(cn^ ycn? ,-. 'Q(Q^i)^ 

-CHiCH^OCH.CH^-. -CH.CH^NfmCH.CH. -. and >CH,CH,NfalkvnCH,CH.-! 
m is an integer jfrom 1 Ja 4: 
n is an integer jfrom 1 to 5: 
p is an integer from 1 to 4: 

or R^ and R^ form a double bond to CfCH^^,. CfcvcloalkylV O, or CfcvcloetherV 

R^ is selected from the group c onsisting of H, OH, NHo. C i to a alkvL 
substituted Ci_to Cr^ ajjgyl. to alkenvL substituted to alkenvL alkvnvL 
substituted alkvnyL and COR^: 

is selected from the group consisting of H. C| to C"^ alkyL substihited C , tojg^ 
alkyl, Ci to alkoxv. s ubstituted Ct to Ci alkoxy. Ci to d aminoalkvL and substituted 
Ct to C\ aminoalkvl: 

R^ is selected from the group consisting of halogen. CN. NH:> , to Q alkyL 
substituted to G; alkvL C i to Cr^ alkoxv. substituted to alkoxv, C| to C^. 
aminoalkvl, and subsritutcd Ct to aminoalkvl: 

is selected from the group consisting of a\ h) and cV. 

a^ a sub stituted ben^e^e ring having the structure: 

BEST AVAILABLE COPY 
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X is selected ftom the group consisting of halogen, OH^ CN. C ^^ to C t 
alkvl. substituted Cj to alkvl. Ci to C> alkoxv. substituted C j to C; alkoxv. Cj to Ci 
thioalkvl. substituted C. to thioall cvl. SfO'lalkvl. SfQ>^alkvl. C. to aminoalWI. 
substituted Ci to Cj amiuoalkvl. NO^. Ci to perfluoroalkvl. substituted to 
perfluoroalkvL 5 or 6 membered heterocyclic ring comtmsing 1 to 3 heteroatoms. 
CONH,. CSNH, CNHNH OH. CNHiNOR CNHNOH. COR". CSR^. QCOR". and 

R° is selected frtrni the group consistine of H. r.. to r, alWl 
substituted Ci to C-^ alk vl. arvl. substituted arvl. Ci to C-^ alkoxv. substituted to C-^ 
alkoxv. Ci to Cx aminoalkvL and suhi rtituted C, to amiTmalkYV 
is H. Ct to alkvl. or substituted C. to alkvlr 
y aod Z are indeoendentlv selected fmm the aroma co nsistine of H. 
halogen. CN. NO,. Ci to alkcxv. substituted C. to C» alkoxv. C, to alkvl. 
substituted C] to alkvl. to thioalWl. and substit uted C, to thioalkvl! 

a five or six membered het^cvolic ring comp rising 1 . 2. or 3 heteroatoms 

selected from the group consisting of Q. S. SO. SO, an d NR^ and having one or two 
independent substituents from the grouo conaistinff of H. halogen. TN. Nn^ q tn 
alkvl. substituted C. to Ci alkvl. C. to alkoxv. substituted C. to alkoxv. C, to C, 
aminoaJkvl. substituted C, to aminoalk vL COR° CSR^. andKR^ORP; 

is H. NH,. C| to alkvl. substituted C, to alkvL arvl. substituted 
and. Ci to alkoxv. su bstituted Ci to alkoxv. C] to aminoalkvL or substituted C . 
to aminoalkvli 

R^ is H. Cx to Cj alkvl. or substituted to C^ alkvl; 

R^ is H. C. to C, alkvl. substituted C, to f;^ pllryl ITT ^1 r' tCO.alkvl: or 

an indol-4-vl. indole 7 -vl or bepzo-2-thiophene moietv. wherein said 

moietv is ootionallv substituted bv fr om 1 to 3 substituents selected from the p qnp 

23 
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consisting of haloeen, al kvL substituted aflcvL CN. NOg. alkoxv, substituted alkoxv. and 

is S, NR\ orCRV: 

■R^ is selected from the group consisting of CN, Cj to Q alkvL substituted Ci to 
Cq alkvL to Cg cvcloalkv]. substituted O to Cs cvcloalkvL arvl. substituted arvl. 
heterocyclic ring, substituted heterocyclic ring, acvK substituted acvL arovl. substituted 
arovh SO^CF.. OR^andNR^^R^^ 

R^ aod are independent substttuents selected fromjthe group consisting of H> 
to Q alky], substituted O to Q alkvl. C;i to C r cvcloallcvL substituted Ct to Cy 
cvcloalkvl. arvL substi tuted arvl. heterocyclic ring, substituted heterocyclic ring, NQi. 
CN. and CO.R^°: 

R^^ is C | to alkvl or substituted to C-^ alkvl: 

or CR^R^ comprise a six membered rit^g having the structure: 




R'^ and R^^ ar e independently selected from the group consisting of H, alkvl. 
substituted aJkvL arvl. substituted arvl. heterocyclic ring, substituted heterocyclic rino ; , 
acvl substituted acvl. arovL substituted arovl. sulfonvl. and substituted sulfonvl: 
or a uhaimaceuticallv acceptable salt tautomer, metabolite, or prodrug thereof 

24(CurrentJ.y Amended). The method according to ^sams claim 2 3 wherein 
said compound of foimula I is selected from the group consisting of 5'-(3- 
aj]orophenyI)spiro[cyclohexane-i;3*-[3H]indol]-2'(l'H)-A^ 3.(1 ',2^-Dihydro.2*- 
thioxospirotcyclohexane-l ,3'-[3H]indol]-5'-yl)benzomtrile, 4-1 \2*.Dihydr0"2'- 
thioxospirotcyclobexane-U3 '•[3H]indoI]-5*-yl)-2.thiophenecarbonitrile, 3-(l,2.Dihydro- 
2-thioxospiro[cyclohexane-l .3-[3H]indol]-5-yl)-5.fluorobenzonitrile, 4-Metbyl-5'(l »2- 
dihydrO'-2.thioxospiro[cyclohexaae-l,3-[3H]4ndoI]-5-yl)-2-thiophenethioara 5^1,2- 

24 
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Dihydxo-2-thioxospiro[cyclopentane-l 3-[3H]m<iol]-5 *-yl>TH-pyrrole-2-carbonitriIe, 5- 
(I,2-Dihydro-2-thioxospiro[cyclohexane-l,3-[3H]indol]-5-yl)-l-(tert^^ 
pyrrole-2-carbOTiitrile, 5-(l,2-Dihydro-2-thioxospiro[cyclohexane-l,3-[3H]Ti\dol]-5-yl)-l- 
H-pyxrole-2-carbonitrile, 5-(2'-tMoxospiro[cyclohexeine-l,3'-[3H]mdol]-5'-yl)-l-meth^^^^ 
pyii:ole'-2-carbonitrile, 5-(1 >2-Dihydro-2-'thioxospi.ro[cyclopent;ane-l3-[3H]indol]-5"yl)- 
3thiophenecarbomtrile, 5-(l ,2-Dihydro-thioxospiro[cyclopeDlADe" 1 ,3-[3H]mdol]-5-yl)- 
2thiophenecarbomtril€, 5-(3-Fluoro-4''methoxyphenyl)spiTo[cyclohcxane-l,3-[3H]indol]- 
2(lH)-thione, 5-(2-Ainino-5-pyritX)idinyl)spiro[cyclohexa33e-l,3-[3H]indo 
thione, 3Kl,2-Dihydro-2-thioxospiro[cyclopent3ae-l,343H]mdol]-5-yl)-5- 
fluorobenzonitrile, 5^(3-chlorophenyl)-3,3-diniethyl4,3-dihydro-2H-mdole-2-thion 3- 
Beiuyl-5-(3-chlorophenyl)-3-methyU13-dihydro-2H-indole-2-thioiie, 4-(3,3H3iinethyl-2- 
thioxo-2,3-dihydro-lH4ndol-5-yl)-2-furonitrile, 5-(3-methoxyphenyl).3,3-dijiiethyM,3- 
dihydix)~2H-indole-2-thione. 3Kl>2-Dihydro-2-thioxospiro[cyclohexaiie-l,3-[3H]indol]- 
5-yl)-4-fliiorobenzomtrile, 5^(l,2-Dihydro-2-thioxospiro[cyclohexane-l,343H]indol]-5- 
y)>3-pyridinecarbonitrile, 5-(3,4-Difluorophenyl)spiro[cyclohexane-l,3-[3H]iTidol]- 
2(IH)-thione, 5-(5-Chloro-2-thieuyl)spm)[cyc]ohexane-l,3-[3H]mdol]-2(m 5- 
(l,2-Dihydro-2-thioxospiro[cyclohexane-l,3-[3H]indol]-5-yl)-3-fur^^ 5-(3- 
ChIoTo-4.fluorophenyl)spiro[cyclobexane-l,3-[3H]indol^ 
fluorophqnyl)spiro[cyclohexane-l,3-[3H]indoI]-2(lH>thione, 5-(3,5- 
Difluoiophenyl)spiro[cyc]ohexanc-l,3-[3H]indol]-2(lH)-tIiione, 5-(l,2-Diliydro-2- 
thioxospiro[cyclohexane-l,3-[3H]indol]-5-yl)^propyl-2-tbiophenecarb 5(3- 
Fluoro-4-nitrophenyl)spiro[cyciohexane-l ,3-[3H]mdo1]-2(lH)-thione, 4-(l ,2.Dihydro-2- 
thioxospiro[cyclohexane- 1 ,3-[3H]mdol]-5-yl)-2~fuiracarboni tri Je, 5'*-(3- 
Chlorophenyl)spiK)[cycIobmane-l,3"-[3H]mdol]-2'Xr'H)-thi 5'''(2^ 
CUoropheTjyJ)spiio[cycIobexane-13"-[3H]indol]-2'XrTI)-tbione^ 5'*-(4. 
CWorophenyl)spiro[cyclohexane-l,3*^t3H]mdol]-2"(l*lI)-thionc, 
5<^^2"-Dibyd^o-2"-thioxospi^o[cyclohcxane-l,3"-[3H]indoJ]-5"-yl)-4-m 
thiophcnccarbonitrile, 5<r^2••-IMhyd^o-2"-tWoxospi^o[cyclohexane-l,3"-[3H]indol]-5'^ 
yl)-2-tfuophenecarbonitrile, 5"-(3-Fluoropbenyl)spiro[cyclohcxane-l,3"-[3H]indol]- 
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2"(l"H)-thione, 5<3-Hydroxyphenyl)spiro[cyclohexane^l^-[3H]indol]-2(lH^ 5- 

(3-chlorophenyl)-3,3-diethyUl,3-dihydro-2H"mdole-2-thio^ 

(trifluoromethyl)phenyl)spiro[cyclohexane-I,3-[3H]indol]-2(lH)-tW^ 

4- (l,2-Dihydro-2-tW.oxo5piro[cyclohexane-l,3-[3H]indol]-5-yl)-2-fluoro^ 

5- (l,2-Dihydro-2-thioxospiro[cyclohexane-l,3-[3H]mdol]-5-yl)-4.n-butyl-2- 
thiophenecarbonitrile, 5-(3-Huoro-5-methoxyphenyl)5piro[cyclolicxane-l,3-[3H]iadol]- 
2(lH)-thione, 5-(3-CWorophenyl)-N-hydroxyspko[cyclohBxan6-l,3*-[3H]indo]]-2-aTBirie, 
N-(Acetyl oxy)-5 *-(3-'Chlorophenyl)spiro[cyclohexane- 1 ,3 '-[3H]indol]''2"ainine, 5 '-(3- 
Fluoropheny])$piro[cyclohexane- 1 ,3 *-[3H]mdol3-2'(l 'H)-otie oximc, 5'-(2- 
FiuoropliewyI)spiro[cyclohexane-l,3'-[3H]i3idol]-2'(l •H)-oiie oxime, 5'-(4- 
Fluoropbenyl)spiro[cyclohexane-l,3^-[3H]mdol]-2XrH)-one oxime, 
5'-(3,4-difluoTOphenyl)spiro[cyclohexane-l ,3'-[3H]indoI]-2Xl *H)-one oxime, 
5'-(3-methoxyphenyI)spiTXD[cyclohexane-l 3'-[3H]mdol]-2'(l 'H)-oDe oxime, 
5'<3-riitrophenyl)spirotcyc]ohexane-l,3'-[3H]iudoI]-2'(rH)-oiieox^^^ 
5'-.(3-cyanophenyl)spiro[cyclohcxane-l,3*-[3H]indol]-2'(] 'H)-one oxime, 

3- ( r ,2 •-Dihydro-2 ' -(hydroxylmino)spiro[cyclohexane- 1 ,3 ' -[3H]indol] -5 '-y1)-5 - 
fluorobenzonitrile, 5-(Spiro[cyclohexane-13^[3H]indol]-2*-(hydroxyimiTio)-5'-yl)-4- 
methyl-2-thiophenecarbonitrile, 5 -(Spiro[cyclohexane- 1 ,3 '-[3H]indol]-2 
(hydroxyimino)-5 '-yl)-2-thiophenecarbonitriIe, 4-(Spiro[cyclohexane- 1 ,3 ' -[3H]iDdol]-2'" 
(hydroxyimino)-5 '-yl)-2-thiophenecarijoni1rile, 5.(Spiro[cyclohexane- 1 ,3*-(3H]indol]-2'- 
(bydroxyimtno>5^yl)-lH-pytTole-l-methyl-2H:arbom 
5-(spiro[cyclohexanc-1.3'-[3H]iBdol]-2^(hydroxyimin^ 

4- (Spiro[cyclohexane.l,3'-[3H]indol]-2Xacetoxyimino)-5*-y^ 
3-Fluoro-N*-hydroxy-5-(2'-(hydroxyammo)5pirorcyclohexane- 1 ,3 ' -[3H]indol]-5 
yl)beii2enecaTboximidainide, N*-Hydroxy-5-(5piro[cycloliexane-l ,3'.(3H]indol]-2»- 
(hydroxyimino)-5'-3d)-4-TOethyl-2-thiophOTecarboxim 
(spiro[cyclohcxane-l ,3 '-[3H]indolJ-2'-hydroxyimmQ)"5*-yl-2- 
thiophenecarboximidamide, N'-Hydroxy.5-(spiro[cycIoliexane-l ,3 •-[3H]indol]-2'- 
(hydioxyiTDmo)-5'-yl)-2-thiophenecarboxidamide, 
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5'-(3-ailorophettyl)spkotcyclohexajie-l,3'-[3H]mdol]-2'-^^^ 

5'.(3.Cyano-5-fluoropbBnyl)spiro[cyclohexane-13'-[3H]indol]-2'-ylidcn^ 5'- 
(5-Cyano-lH-pyrrol-2-y])spiro[cyclohexane''l,3'-[3H]indo^ 5'-(5- 
Cyano-thiophen-2-yl)spiro[cyclohexane-l,3'-[3H]mdol]-2'-ylidenecyM 
Cyano-3-methyl-tliiophen'2-yl)spirD[cyclohexane- 1 ,3 ' -[3H] indol]-2' -yJjdenecyanamide, 
5'-(5-Cyano-thiopheD-3-yl)spiro[cyclohexan©-l,3'-[3H]indol]-^ 3- 
(2'-CyanomethylOTe-spiro[cyclohexane-i3'-[3H]indoI]-5*-yI)-5-fl^^ 
(2'-Cyanome1hylene-spiro[cyclohexane"l,3'-[3H]indol]-5'-yl>lH 
5-(2'-Cyanomethylene-spiro[cycloh€xane-l,3'-[3HJmdol]-5'-yl)-l-^^^^ 
carboTiitrile, 5-(2*-Cyanomethylene-spiro[cyclobexane-l,3*-[3H]indol]-5*-yl)-tbioph 
2-carbonitrile, 5<2'4::yanomethylene"Spiio[cyclohexane-13'-[3H]mdol]-5'-yl)-4^ 
methyl-thiophene-2-carbomtrile, and 4-(2'-Cyaiiomethylene-spiro[cyclohexane- 1 ,3 
[3H]indol]-5'-yl)-thiophciie-2-carbonitrile, or apharmaceutically acceptable salt, 
taiitomer, metabolite, or prodrug thereof. 

25 (Original). The metKod according to claim 23, wherein said compound is 5'- 
(5-Cyano- 1 -methyl- 1 H-pyrrol-2-yl)spiro[cyclohexane- 1 ,3 ' -[3H]indol]-2 
yiidenecyanamide, or a pharmaceutically acceptable salt, tautomer, metabolite, or 
prodrug thereof. 
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